(6aR,12aR)-7-hydroxy-2,3,10-trimethoxy-5,5-dimethyl-6a,7-dihydroisochromeno[4,3-b]chromene-8,11(5H,12aH)-dione 9. 1 
H-NMR (CDCl3)

Computational methods
All calculations were performed with the software package SPARTAN 08 (Wavefunction, Inc., Irvine, CA, USA).
Structures of catechin derivatives 5 (just one conformation, owing to the rigidity of the structure involving a trans-junction between the rings C and D) and 6 (two geometries, namely 6a and 6b, due to the residual conformational flexibility arising from the cis-junction between the rings C and D) were modeled in two steps, first performing a SCF structure optimization at the HF/3-21G(*) level of theory, next by refining the obtained geometries through B3LYP/6-31G(d) calculations. Conformation 6a was found 9.78 kJ mol -1 more stable than that of 6b, an energy difference corresponding to Boltzmann populations of 98% for 6a and 2% for 6b, at room temperature, so that 6a should be much more significant in determining the chemical properties of 6. Radicals at the positions C-2 and C-4 of 5, 6a and 6b
were also optimized by the same above procedure, to afford the 5C-2, 5C-4, 6aC-2, 6aC-4, 6bC-2 and 6bC-4 final geometries.
All the above generated geometries, with exclusion of 6b, 6bC-2 and 6bC-4, were also submitted to single point energy calculations at the B3LYP/6-311+G(d,p) level of theory. The obtained energies were employed in the assessment of BDEC-H values (Table 1 of The H-abstraction from the positions either C-2 or C-4 of the already modelled ground state geometries of 5 and 6a (calculations on 6b were not performed owing to its negligible Boltzmann population) has been simulated by generating four relevant adducts with BTNO (i.e. the transition states denoted as TS_5C-2-BTNO, TS_5C-4-BTNO, TS_6aC-2-BTNO, TS_6aC-4-BTNO). The approximate disposition attributed to BTNO inside each TS-complex was suggested by those ones present within the similar TS structures found in the study performed on catechins 3 and 4 and reported in reference. 1 These TS geometries were then optimized through the HF/3-21G(*) method and validated as saddle points by chegking the presence among the evaluated vibrational modes of only one imaginary frequency, just corresponding to the migration of the benzylic hydrogen from carbon C-2 or C-4 of 5 or 6 towards BTNO. As already mentioned above, all such structures were eventually submitted to single point energy calculations performed at the B3LYP/6-311+G(d,p) level of theory. The hybrid Hartree-Fock/Density Functional Theory B3LYP method was chosen as a good compromise to obtain reliable kinetic data of radical hydrogen abstraction (as suggested by relevant theoretical studies reported elsewere) 2 at a reasonable computational expense. This is expected to be particularly true in the present case, in consideration that the required kinetic information are represented by energy differences between isomeric transition states. In other words, errors associated to the absolute values of the calculated activation energies (deriving from the adopted approximations or from the possible difficulty of the method to take into proper account the extent of dispersive forces) are expected to be roughly cancelled one to each other at level of the mathematical differences ∆∆E x C-2 -C-4 (with x equal to 5 or 6), and so their effects significantly mitigated. However, for sake of comparison, single point energy calculations were also performed at the much higher level of theory M06-2x/6-311+G(d,p), being the M06-2x method a meta-hybrid GGA DFT functional, which is known to have a very good response under dispersion forces, improving one of the biggest deficiencies in DFT methods 2c . Finally, starting from the structures of TS_5C-2-BTNO and TS_6aC-4-BTNO, the related two ground states having the oxygen atom of BTNO roughly equidistant from the hydrogens linked to carbons C-2 and C-4 (the adducts denoted 5:BTNO and 6a:BTNO, respectively) were generated by equilibrium geometry optimization with the HF/3-21G(*) method. Their stability was also assessed by single point energy calculations at the both B3LYP/6-311+G(d,p) and M06-2x/6-311+G(d,p) levels of theory. As expected, by comparison of the energy differences ∆∆E 5 C-2 -C-4 and ∆∆E 6 C-2 -C-4 (see main text for their definition) obtained at the two levels of theory B3LYP/6-311+G(d,p) and M06-2x/6-311+G(d,p) it may be concluded that their relevant values do not undergo significant deviations, as the change amount just to 0.9 kcal mol -1 in the case of ∆∆E 5 C-2 -C-4 and -1.4 kcal mol -1 in the case of ∆∆E 6 C-2 -C-4 (that is, in the order of the computational error).
Visual inspection of HAT transition states TS_5C-2-BTNO, TS_5C-4-BTNO, TS_6aC-2-BTNO, and TS_6aC-4-BTNO suggests why the observed chemoselective reactivity may originate from the forced coplanar or bent disposition assumed by rings C and D. In 5, the coplanar conformation allows the structure of BTNO to approach the hydrogen in the C-2 position by establishing additive favorable interactions with the molecular framework related to cycle D.
However, this is not possible in 6 due to the tilted geometry that cycle D assumes with respect to C ( Figure S2 ). . Superimposed structures of the optimized transition states TS_5C-2-BTNO (blue geometry) and TS_6aC-2-BTNO (red geometry). For sake of clarity the only plotted hydrogens are those ones either involved in the HAT process or responsible for possible steric hindrance with respect to the BTNO approach. On the right side of the figure they are emphasized, through space fill representation, the unfavorable steric interactions that BTNO would establish with the catechin framework in TS_6aC-2-BTNO by preserving the same favourable disposition displayed in TS_5C-2-BTNO. 
Cartesian coordinates of all structures reported in
